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Applicants' Reply filed April 2, 2007 is acknowledged. Claims 1-30 remain 
under consideration. 

Declarations filed by Neil H. Shusterman, M.D. and Martin Wehling, M.D., 
as well as an Affidavit of Dr. Mary Ann Lukas and a copy of Rappoport v. 
Dement, 254 F.3d 1053 (Fed. Cir. 2001), are further acknowledged and have 
been considered. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

Claims 1-6, 14, 15, 17, 18, 22, 23 and 26-30 are rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description 
requirement. The claims contains subject matter which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventors, at the time the application was filed, had possession of the 
claimed invention. See In re Rasmussen, 21 1 USPQ 323. The recitation in 
claims 1, 14, 17, 22, 26 and 27 "maintenance period is greater than six months" 
is new matter. The recitation "to statistically decrease the risk of mortality caused 
by congestive heart failure" in claims 12, 15, 18, 23 and 28 is new matter. 

Various trials are discussed in column 7 in U.S. Patent 5,902,821 . On 
lines 56-58 the maintenance phase of each study is stated to range from six to 
12 months. The referenced protocols do not correlate with the recited limitations 
in each of the present claims with respect to a "maintenance period." 
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The specification fails to provide statistical support for each of the claimed 
methods with respect to dosages and dosing regimens. 

In the last Office Action claim 9 was rejected under 35 U.S.C. 102(a) as 
being anticipated by Metra et al. Journal of the American College of Cardiology . 
It was asserted Metra teaches the oral administration of 6.25 mg of carvedilol 
twice a day for 7 days. See the Abstract under Methods. Metra teaches the 
addition of carvedilol to "standard therapy", which meets the limitation of claim 9 
drawn to "in combination with at least one other therapeutic agent". The open 
language of claim 9, i.e., the recitation of "comprising," allows for the inclusion of 
additional therapeutic options. 

Additionally, claims 1-8 and 10-30 were rejected in the last Office Action 
under 35 U.S.C. 103(a) as being unpatentable over Olsen et al., Journal of the 
American College of Cardiology , and Metra et al., in view of Journal of the 
American College of Cardiology . It was asserted Olsen teaches the oral 
administration of an initial dose of 3.125 mg of carvedilol twice daily for one week 
to improve both symptoms of congestive heart failure and left ventricular function 
in patients with congestive heart failure. In a second phase of administration, 
6.25 mg of carvedilol is given twice daily and titrated over one month to a 
maximum dose of 25 mg twice daily for those patients weighing less than 75 kg 
and 50 mg twice daily for those patients weighing over 75 kg. In a third phase of 
administration, the dosing continued for three additional months. Accordingly, 
Olsen's teaching meets or suggests the dosing regimen requirements of claims 
1,7, 10, 20 and 26 with respect to the length of time of administration, the 
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amount of drug given to patients and the daily administration requirements in 
each part of the triphasic claimed protocols. Metra provides a clear teaching 
drawn to a reduction in a risk of mortality in patients suffering from congestive 
heart failure. See the Abstract under Conclusions where Metra teaches the 
administration of carvedilol to both reduce heart rate and mean pulmonary artery 
and pulmonary wedge pressures in the short-term, and, improve exercise left 
ventricular systolic function and reduce heart failure symptoms in the long-term. 
In patients with idiopathic cardiomyopathy, administration of carvedilol improves 
submaximal exercise tolerance. 

Applicants have responded to both rejections set forth in the last Office 
Action together. 

Applicants argue a treatment for congestive heart failure symptoms is 
distinct from treatment to decrease a risk of CHF mortality. Applicants urge beta 
blockers were cpntraindicated for the treatment of CHF patients. In particular, 
Applicants cite Rapoport wherein the Federal Circuit interpreted treatment of 
sleep apneas to refer to sleep apnea treatment perse, not treatment of 
symptoms associated with sleep apnea. Further, according to Dr. Lukas, 
symptomatic improvement does not predict the effect of the treatment on 
mortality. Dr. Shusterman declares a mortality reduction of about 67% was found 
for class ll-IV CHF patients. 

Applicants* arguments have been given careful consideration but are not 
found persuasive. The rejection of record of claim 9 under 35 U.S.C. 102(a) is 
maintained for the reasons reiterated below. 
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Claim 9 is drawn to a method of treating to decrease a risk of mortality, 
comprising administering carvedilol once or twice daily, alone or in combination 
with at least one other therapeutic agent for a period of 7 to 28 days. See the 
Abstract under Conclusions where Metra teaches the administration of carvedilol 
to both reduce heart rate and also mean pulmonary artery and pulmonary wedge 
pressures in the short-term, and, improve exercise left ventricular systolic 
function and reduce heart failure symptoms in the long-term. In patients with 
idiopathic cardiomyopathy, administration of carvedilol improves submaximal 
exercise tolerance. Accordingly, carvedilol clearly decreases a risk of mortality in 
patients who suffer from the inability of the heart to maintain adequate blood 
circulation in the peripheral tissues and the lungs, and in patients having the 
clinical syndrome that defines congestive heart failure, i.e., shortness of breath, 
pitting edema, enlarged tender liver, engorged neck veins and pulmonary rales. 

The rejection of claims 1, 2, 7, 10, 11, 20, 21, 26 and 30 under 35 U.S.C. 
103 is maintained for the reasons reiterated below. The rejection of claims 3-6, 
8, 9, 12-19, 22-25 and 27-29 is withdrawn. 

In view of the combined teachings of Olsen and Metra, one skilled in the 
cardiology art would have been motivated to administer carvedilol in a treatment 
regimen that comprises a first dosage (3.125 mg or 6.25 mg or 10-30% of the 
daily maintenance dosage) at least daily for a period of 7 days, followed by a 
second dosage (12.5 mg or 20-70% of the daily maintenance dosage) for a 
period of 7 days to a month and finally a third dosage (10-100mg carvedilol) for a 
maintenance period. The actual determination of an optimal 
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duration and dosage of each phase of therapy and, in particular, the 
maintenance phase, would reasonably be determined by the skilled practitioner 
in cardiology, in view of each individual patient's medical profile, through no more 
than routine experimentation, and, in particular, in view of the guidelines provided 
by the prior art. 

The instantly claimed method of decreasing a risk of mortality through 
administration of carvedilol would have been prima facie obvious at the time of 
the invention. The skilled artisan would have been highly motivated to administer 
carvedilol because it reduces heart failure symptoms and improves long-term 
rest and exercise left ventricular systolic function. Further, the prior art teaches 
advantages between carvedilol and other beta blockers. Carvedilol exhibits both 
beta-adrenergic blocking and precapillary vasodilating activity. Other beta 
blockers do not exhibit such dual functionality. Another distinction of carvedilol 
administration is its very low adverse effect profile when compared to other beta 
blockers. The skilled artisan would have been imbued with at least a reasonable 
expectation that carvedilol would be an effective treatment to decrease the risk of 
mortality in patients having congestive heart failure. Reducing the risk of 
mortality is broadly interpreted as meaning not only a decrease in the death rate, 
but also the qualities and conditions of being liable or subject to death . 
Accordingly, the teachings of Metra provide a reasonable expectation of success 
in decreasing a risk of mortality caused by congestive heart failure through 
administration of carvedilol. 



r 
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 103(a), the examiner presumes that 
the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 
35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claims 1-8 and 10-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Olsen et al. , Journal of the American College of Cardiology , 
and Metra et al., Journal of the American College of Cardiology , in view of The 
Merck Index , and Schnurr et al., Journal of Cardiovascular Pharmacology . 

Olsen teaches the oral administration of an initial dose of 3.125 mg of 
carvedilol twice daily for one week to improve both symptoms of congestive heart 
failure and left ventricular function in patients with congestive heart failure. In a 
second phase of administration, 6.25 mg of carvedilol is given twice daily and 
titrated over one month to a maximum dose of 25 mg twice daily for those 
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patients weighing less than 75 kg and 50 mg twice daily for those patients 
weighing over 75 kg. In a third phase of administration, the dosing continued for 
three additional months. Accordingly, Olsen's teaching meets or suggests the 
dosing regimen requirements of claims 1,7, 10, 20 and 26 with respect to the 
length of time of administration, the amount of drug given to patients and the 
daily administration requirements in each part of the triphasic claimed protocols. 
Metra provides a clear teaching drawn to a reduction in a risk of mortality in 
patients suffering from congestive heart failure because reducing the risk of 
mortality is broadly interpreted as meaning not only a decrease in the death rate, 
but also the qualities and conditions of being liable or subject to death. See the 
Abstract under Conclusions where Metra teaches the administration of carvedilol 
to both reduce heart rate and mean pulmonary artery and pulmonary wedge 
pressures in the short-term, and, improve exercise left ventricular systolic 
function and reduce heart failure symptoms in the long-term. In patients with 
idiopathic cardiomyopathy, administration of carvedilol improves submaximal 
exercise tolerance. In view of efficacy in treating the parameters that are part of 
the definitions of the NYHA classification, the teachings of Mehta encompass 
those patients having class ll-IV congestive heart failure. These patients would 
reasonably be characterized as having cardiac disease resulting in either 
slight/moderate or marked limitations of physical activity or an inability to carry on 
any physical activity without discomfort. Neither Olsen or Metra teach dosage 
administration during maintenance period beyond 4 months, nor the 
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administration of "other therapeutic agents," as required by instant claims 3-6, 8, 
14, 15, 17, 18, 22, 23 and 25-29. 

However, The Merck Index teaches the administration of conventional 
pharmaceutical drugs for CHF patients. Angiotensin converting enzyme 
inhibitors (page 1689), diuretics (page 1688) and cardiac glycosides (pages 
1689-1690) are required medicaments. 

Schnurr teaches the maintenance administration of carvedilol for a period . 
of one year with no serious side effects. 

Therefore, in view of the combined teachings of the prior art, a skilled 
cardiologist would have been motivated to administer carvedilol to treat 
congestive heart failure in a tiered dosing regimen with respect to dosages and 
length of therapy with a reasonable expectation of success in reducing the risk of 
mortality through no more than routine experimentation. 

With respect to claimed dosing regimens of carvedilol in the instant 
methods of use, it is not inventive to discover the optimum or workable ranges by 
routine experimentation when general conditions of a claim are disclosed in the 
prior art. See In re Alter, 220 F.2d 454, 456, 105 USPQ 233,235 (CCPA 1955) 
and MPEP 2144.05(11). The determination of the optimum dosage regimen to 
employ with the presently claimed active agent would have been a matter well 
within the purview of one of ordinary skill in the art. Such determination would 
have been made in accordance with a variety of factors. These would have 
included such factors as the age, weight, sex, diet and medical condition of the 
patient, severity of the disease, the route of administration, pharmacological 
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considerations, such as the activity, efficacy, pharmacokinetics and toxicology 
profiles of the particular compound employed, whether a drug delivery system is 
utilized and whether the compound is administered a part of a drug combination. 
Thus, in the absence of evidence to the contrary, the currently claimed specific 
dosage amounts and dosage regimens are not seen to be inconsistent with the 
dosages that would have been determined by the skilled artisan. 

Reducing the risk of mortality relates to the qualities and conditions of 
being liable or subject to death, as well as death rate. 

No claim is allowed. 

Stedman's Medical Dictionary is cited to provide definitions of "mortality." 
Eggertsen et al., Eur. Journal Clin . Pharmaocology , is cited to show further the 
state of the art. 

Any inquiry concerning this communication or earlier communications from 
the Examiner should be directed to Phyllis G. Spivack whose telephone number 
is 571-272-0585. The examiner can normally be reached on 10:30 AM-7 PM. 

If attempts to reach the Examiner by telephone are unsuccessful after one 
business day, the Examiner's supervisor, Ardin Marschel can be reached on 591- 
272-0718. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 
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